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.Modulation of IgE response and cytokine production in Pey er's 
patches and draining lymph nodes in sensitized mice made tolerant 
by oral dust mite administration. 

Maciel M, Fiisaro AK, Duarte AJ. Sato MN. 

Laboratorio de Alergia e Imunologia Clinica e E\perimental/LlM-56, Faculdade de 
Medicina da Universidade de Sao Paulo-Brasil 

Such allergic diseases as rhinitis and asthma are IgE-mediated type 1 reactions and 
are controlled primarily by Th2 cells. One of the major dust mites, 
Dermatophagoides pteronyssinus (Dp), is considered to cause allergic reactions. 
Oral tolerance, largely used to modulate immune response, opens the possibility of 
modulatmg Th2 allergic responses. We observ ed dovvnmodulation of total and 
specific IgE antibody levels as well as the number of specific IgE-secreting cells 
with Dp feeding in previously sensitized mice. Analysis of the c\lokine profile in 
mucosal lymphoid tissues in the protocol revealed altered patterns of 
interferon-gamma (IFN-gamma), interleukin-5 (lL-5), and transforming growth 
factor-beta (TGE-beta) secretion in Dp-fed animals. The results suggest that both 
the Th and B cell populations are modulated in mice made tolerant by oral Dp 
feeding. Understanding the mechanisms at the mucosal level that underlie oral 
tolerance can improve its use in allergy immunotherapy. 

PMID: 11152571 [PubMed - indexed for MEDLINE] 
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:1: Experientia 1991 Sep 1 5:47(9) 905- 1 2 Related Articles, Links 

Production of pharmaceutical proteins in milk. 

V\ ilmut I, Archibald AL, McClenaghan M, Simons JP, VVhitelaw CB, Clark 
AJ. 

AFRC Institute of Animal Physiology and Genetics Research, Roslin, Midlothian. 
Scotland. 

There is ever>' reason to expect that it will be possible within the next few years to 
begin to use farm animals to produce large quantities of some of the human proteins 
that are needed for the treatment of disease Revolutionary new opportunities for 
the production of novel proteins in milk have been created by the development of 
methods for gene transfer. Exploitation of these opportunities depends upon 
selection and cloning of milk protein genes and identification of the sequences that 
govern tissue specific hormonally induced expression in the mammary gland. 
Studies with three genes, ovine beta-lactoglobulin, rat beta-casein and whey acidic 
protein of rat and mouse, suggest that they may all meet this requirement 
Fragments of the ovine beta-lactoglobulin, murine whey acidic protein and rabbit 
beta-casein genes have directed production of novel proteins in the milk of 
transgenic mice, sheep, rabbits and pigs. The proteins were biologically active and 
usually co-migrated with authentic proteins In early experiments, protein 
concentration was low, but our recent observations suggest that fusion genes 
containing genomic clones direct production of concentrations of protein that are 
suitable for commercial exploitation. In the longer term, two approaches may otTer 
the potential of more reliable expression. Control elements capable of directing 
expression that is independent of site of insertion of the gene, but dependent on the 
number of copies of the gene, have been identified for a small number of genes. The 
availability of such elements for the milk protein genes would increase the reliability 
of gene expression considerably Alternatively, targeted mutation of genes may 
allow the insertion of coding sequences within an existing gene so avoiding position 
etTects. 
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Oral tolerance induced to house dust mite extract in naive and 
sensitized mice: evaluation of immunoglobulin G 
anti-immunoglobulin E autoantibodies and IgG-IgE complexes, 

Sato MN, Car\aIho AF, Silva AO, Maclel M Jr. Fusaro AE, Duarte AJ. 

Laboratorio de Imunogenetica e Transplante Experimental LIM-5(>, Faculdade de 
Medicina da USP (FMUSP), Sao Paulo, Brasil. 

We investigated the effect on specific antibody response of naive and sensitized 
mice orally administrated with low (0,25 mg) or high (10.0 mg) doses of 
Dermatophagoides pteronyssinus (Dp) extract. We also examined the effect of oral 
administration of Dp on the production of autoantibodies to immunoglobulin G 
(IgG) and immunoglobulin E (IgE). Naive and sensitized mice both showed a 
marked down-regulation of IgE antibody production, regardless of the dose of Dp 
We also detected an inhibitorv' effect of the total IgE levels and the allergen-specific 
IgGl, lgG2a and lgG2b antibody response in sensitized mice given the low dose of 
Dp. In contrast, high doses of Dp stimulated IgGl antibody production in both 
naive and sensitized animals. In addition, the oral tolerance induction protocol 
stimulated anti-F(ab')2gamma and anti-Fcgamma autoantibody production. 
Evaluation of IgG anti-IgE autoantibodies by a direct enzyme immunoassay (EI A) 
revealed the presence of these autoantibodies, predominantly of the IgGl isotype, 
specifically in those animals fed with the high dose. In contrast. IgG-IgE complexes, 
determined by ElA using immobilized anti-IgE antibodies, were detected mainly in 
sera of control animals. The autoantibody anti-IgE specificity w as tested against 
IgE-TNP and IgE-DANSYL murine proteins and revealed ditYerent inhibition 
profiles, suggesting the action of heterogeneous subpopulations of autoantibodies 
Taken together, our results show that the oral tolerance protocol with Dp was able 
to modulate the production of allergen-specific IgE antibodies in both nai\ e and 
sensitized animals In addition, we suggest that anti-IgE autoantibodies participate 
in the modulation of allergic response triggered by oral tolerance protocols 

PMID 9824475 [PubMed - indexed for MEDLINE] 
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Low dose of orally administered antigen down-regulates the T 
helper t> pe 2-response in a murine model of dust mite 
hypersensitiviti. 

Sato MN, Carvalho AF, Silva AO, Maclel M Jr, Fusaro AE, Duarte AJ. 

Laboratorio de Alergia e Imunologia Clinica e Experimental-LIM 5o, Faculdade de 
Medicina da Universidade de Sao Paulo, Sao Paulo, Brazil. 

One of the main goals of immunotherapy of allergic diseases is the down-regulation 
of the type I hypersensitivity reaction. We investigated in this study the eifect of oral 
administration of vann ing doses (0.25, 1 0, 4.0 and 10 mg) of dust mite extract 
( Dermatophagoides pteronyssinus, Dp) in sensitized .MSn mice. A marked decrease 
of the allergen-specitlc immunoglobulin E (IgE) response was observed with all 
antigen doses. The mice orally tolerized with lov\ Dp dose (0 25 mg) had a 
significant decrease in the total serum IgE and in the unmunoglobulin Gl (IgGl ), 

and lgG2b antibody levels The higher Dp dose (10.0 mg), however, 
enhanced the IgGl antibody response, suggesting the stimulation of a pre-existing 
uTmiune response of the sensitized animals. Animals fed with the low Dp dose had a 
significant decrease in the frequency of interleukin-4 (lL-4) secreting cells. These 
animals also showed a significant decrease in the frequency of Dp-specific IgE- and 
IgGl -positive plasma cells Our data suggest that feeding dust mite extract to 
Dp-sensitized mice down-regulates the dev elopment of type I hypersensitivity, by 
inhibition of the T helper 2 response 

PMID: 10583591 [PubMed - indexed for MEDLINE] 
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